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(57) Abstract 

Novel drugs efficacious in treating and preventing hepatitis. These drugs are remedies or preventives for hepatitis characterized by 
containing a complex of a drug carrier comprising as the essential components, for example, 2-0-(2-diethylaminoethyl)carbamoyl-l,3,0- 
dioleyl glycerol and a phospholipid with poly(I).poly(C). 



£ Z t JC*> &o 

3-0- 'J * U ^ >r ;u ^ r J -t? a - 'J '>HiK£d&g«fifcfi£# 

tLt)f^^n5IifI($tpo 1 y(I)-po 1 y(C) tOtt-^flc 



PCT{wS<5v^^BBSix50 

A L TjUs<=.T 

AM r^^^r 

AT *MT 

AC t-^h7'J7 

AZ Ti?;^<>f 

b a #x-r • ^/uy^rftr-*- 

B E -</u=^— 

B F -ftV*f-t • 7 7V 

BG ^!)7 

B J 

BR ~/*7ViV 

BY ^<7^— v- 

C A rt-*-*' 

CF ^77U^ 

CG 3>=f— 

CH * 

CI a-h^7-/u 

CM > 

CN <£0 

C R * y * 

cu ✓< 

CY ^rT-n^ 

D E K-f y 
DK ^ 



DM 


K ^ — # 


KZ 


EE 




LC 


ES 




L I 


F I 




LK 


FR 




LR 


GA 




LS 


GB 




LT 


GD 




LU 


GE 




L V 


GH 


7- 


MA 


GM 




MC 


GN 




MD 


GW 




MG 


GR 




MK 


HR 






HU 




ML 


I D 




MN 


I E 


7-f^7> K 


MR 


I L 




MW 


I N 




MX 


I S 




NE 


I T 


-ff !)7 


N L 


J P 




NO 


KE 




NZ 


KG 




P L 


KP 




PT 


KR 


mm 


RO 



i3^ry^^> RU n*>T 

-fe^h/wvr sd 

Htf^'^N/' SE 7^ 

*y • sg ->^^— 

y-<y r si ^nt/x=7 

UVh SK *uVr*T 

y K7-7 S L ->ai7 • U** 

/u^-tr>^^ SN -t?*#/w 

7h^7 SZ K 

^nys TD f-r— K 

^-^n TG F — =f— 

^^KCr T J ^i^**^ 

K=T IBs— =f^ ^ «7V 7 TM h^^>— 

**P@ TR h/U = 

TT Mi-^-y K- h/< 

^■v^a- ua £?5>r^ 

^— y ^-r ug <yjJ># 

-v^V-i us #u 

>^r->3 UZ ^X^^^V 

= v?* — fU VN ^xhtA 

^-•7 >y YU z2.— zJ—7,=7 t'T 

y— ;l/|)x- Z A i77!) ##=fn@ 

= » — • v?— 9>h' ZW i'W^ac 

^-v = 7 



WO 99/48531 



1 



PCT/JP99/01438 



m m ^ 
& m % » 

TAJ tliTf-^l^, FUJ t <i ^ U >> £ . ^tl^'tlf!* 

a7.jfFpoly(I)-poly(C), ^"7ff K 
p o 1 y (A)-p o 1 y (U) tit. C Ji £D 0 ffl f§T £> & - 

p o 1 y (I) • p o 1 y (C) s p o 1 y (A)- p o 1 y (U) ^-^Sfe^" 3 o 

? i s § 

P o 1 y (I) « p o 1 y (C) 1*. # u -r y -> >K fc # U f us* 

sfpra #3rf ^ii tbTj2<^3^nT^^ 0 

O^-7iD>^o|)0li, §L3E. C SlffFifeOj&ie (c fit* 
£ t$BHr£nTl>£ (0!k flFEWU 9 (4), 611 (1984) , 
m 13(1). 123 (1986). Wl 12(5). 809 (1986). m 23(5). 1065 
(1991))o ^Lv^H.^-^xDVillltK^T* 
*_LIBp o 1 y (I)-p o 1 y (C) tIfl?0^i:J:-5tS4t5 - 



WO 99/48531 PCT/JP99/01438 

2 

0-C2- i>xfA7 * y if*) * ;|//<*>T ;U-1.3-0- * * 1/ * f * 

tltffiK$n5litlfrfM^tl>§ PCT W091/17424 

-^&$&> PCT W094/19314^&?8) o 

CH,-0-C0-(CH 2 )7CH=CH(CH 2 )7CH 3 -cis 

CH -0-CO-NHCH 2 CH 2 N<g|| 2 2 ^ 8 3 cn 
CH 2 -0-C0-(CH»)7-CH=CH(CH»)7CHs-cis 

It U #y - "eSEWW^Tfc;. p o 1 y CO - p o 1 y CO 

p o 1 y (I) ■ p o 1 y CC) * fc fctt^f* - 

c© J: -3 *P olyd)'Poly(C) 

l> t"» o 

% HJ © ^ 



WO 99/48531 PCT/JP99/01438 

3 

p o 1 y (O-P o 1 y (C) f£DZ$iRNA t(DU&fc&> ffFBI^ 
P o 1 y (C) |OI$|RNA t OS-a (&T r^&-£i£j fct^ 

* * U-X (fiftffi*) > DMRIE-C ©tiiil^ PCT WO 

(I) CD2-0-C2- ^xf;b7; ;xf^l/) * X/'< ^ ;b -1 . 3-0- it 

c comets f*£ r 2Mfi ft J *|tf§Ci:^t'§5o 

$^H|i:lf@bHlWRNAtbtl^ #1 *. fcJU po 1 y 
(I) - P o 1 y (C) , S y f- K p o 1 y CI) • P o 1 y (C) > p o 
1 y (A) • p o 1 y (U) . 7 f Fp o 1 y (A)-p o 1 y(U) £ 

ItlfS C t^t§5o p o 1 y(l)-P o 1 y(C) ^ISt 

i 5o 



WO 99/48531 PCT/JP99/01438 

4 

_hf5-:£i)£RN A(Dm&te* # KUm. £ tits: \,>tfi. 50- 2,000bp 
(bp: V^7-, ©IfiffirtfcfcSkOtfSMiTfctK 100 

~500bp ©$&|fflI*gK£>6&©7^$F£U<> 200 — 400bp ©flifflftc: 
*>£&©*<£*)#* l>^o 50bp*WC&* tt»jti:PJIiA<4bS 
*?*n#fc*K 2.000bp J; DSl^ fc££t5fei::R31grt<S= US*J*tt*< 
100 — 500b P ©IBBHrtK&S *>©fcU *IS «D! K & ^ T^TSbtt 
1 5S:±i£ £ ? iSI^T & & x. £ ft & 0 

P o 1 y (O - P o 1 y (C) i:o^t 4> 100 ~500bp ©$&fflft S 
& ©##? * U < . 200 — 400bp ©$£ffl ft (w & 5 fe©^ck (3 fiF * b^o 
£*s, P o 1 y(I)-p o 1 y(C) fOZ^iRNAIi, m&m* ft 

SH±©'J >H!RSH^5^i:4>t?i5o ttfc. Yb£<$J A d & l^T 
. * X 7 r f" i> >l> =» U > 31 ii 1/ -> f- > ® * *< . * * > U # V 

J? £ U t> * 51 B J t L T ti . -3 T , »J > Bt © # U -> f- > "C £ *: 



WO 99/48531 PCT/JP99/01438 

5 

ffittt. 100— 500bp (#H 200— 400bp) Otfiffll^tw 

fcS p o 1 y (D-P o 1 y CO i «**3»iDI«*«**tf 

i^ti/^^, ft u *° v - a i oast sue: a* ut, n^ia 

RN A0.05-10fi4^#i&M$T& £U 0.1 - 4 miSB # # £ b < . 
0.5—2 SMStffr^ t)» * bl^o t poly(I)-poly 

(o t offi&,)tm k^miz^ ^j&ttiosssPK** b-c, p o 1 y 

(i).poly(C) 0. 05~10fifi8B#Si5T?fc 0 . 0. 1 -4 fi*£B# 
$f £ b < , 0.5 - 2 a 4 SB J: *} j?* b^o 

1 figSm'jtt LT, U >Bf » 0. l — 10Sfiffi/r<aST*> 5 ^ 0. 5 — 
5fi4SP^#£b<, 1 ~ 2 £4SB#<k * bi^o 

cttitjw. ^*©ams«*««©»»*fc £ - turn i* 

&o 0.001 -25% («/v)<Di|gil^t 

Itl^ 0.01—5% (w/v)©^S$Bffll^"C 

#ftLTt,>6 fcO^ffiU, 0.1 -1% (w/v)©»ffilBIBl^'C|? 
£LT^&&© 7^ b^ 0 

V> = attWCli. BtmWi 6-22 OHiBfitt (0J> ft *) JlWL. * ? 



WO 99/48531 PCT/JP99/01438 

6 

*u>r>a. >j;-^i, t7*k>i, va-^^^r^-^ym) 

X. v;Uh-X. X^a-X, h I/vno-x^cD^SI 

«ffc»U tttt. ffi»> 'J>». 7jc^fkt- h U ^ a, ;K m<t* 'J 

OA, h>ji^;-;l7;>^©P HHti^ & - t*<T 

8fit5:t^i«, fllx-tf. # ^ * > tsfe 'J tfy-AXte-eoiE 
(#J;U£> <k&®}A t U >BS») fcpo ly(l):pol y(C) * 

i^tt^ftt, >rir-, m^mfr 

. ^r/h^-tf^u^SKE^^^iF-fcffl^TfT? 

# 'J *° 7 - Ate. T^K©t>©*'tO**Xt±aiS^tlDX 



WO 99/48531 PCT/JP99/01438 

7 

SiMlipo 1 y(l):P o 1 yCO - *« R N A *Jin - 
^*:/1iiJ#V -A l^tpo 1 y (I):p o 1 y CO 

^- 4 0~-20 "C 2 ttHSKfft^ ft 0 ~ 

1 0 'C"Cm&T\z-lkft»*:ft^* &^"C, ^ 1 5 ~ 2 5 "CT^E 

#»HJ!fi*fl©SI*S«;«fi*0*±- CSS 

0. 5-2§i, Xli 5 0 0 mLHT*<aa"P*«o 
$iR|Iili, p o 1 y (0:P o 1 y (C) fOlMRNA^* 

tt-cSJ*-*" * J: o tifrift^Kll"? wattle** - *z-e/3^y? 



WO 99/48531 PCT/JP99/01438 

8 

Bliolf^oiftiXliTHlctaT**. 'J ^fll^u^ 

^J^ftlfi^ 100— 500bp (^(1200 — 400bp)O 
HBrti:**Poly(I):poly(C) SM^IS 

1 IhIS/s 0 1 # g ~50mg/ h h 0 „ 10/z g ~ 10mg/ 

bb^jfH^o P o 1 y([)-po 1 y (C) OS^f t bT 1 
®^ 9 1 ^ g ~50mg/ h b j^lST* t) , 10 u g ~~10mg/ t 
h^#£ b^o ^^S^m, IHl~3i^, IB, IB, lil 

B JSSlJ^O^f P o 1 y(I)-po 1 y (C) OSEIt'ILtl^o 

mmm 1 

•fb<&«&3 A 2 g tttSIPH >2gi:i 0 0m L CD & It ffl tK iz 



WO 99/4853 1 PCT/JP99/01 438 

9 

-C 2 5 0 m L UT*ffi(**fk**lHliR. bfco 

250mL{c 5 0 0mg©Pol y.CD-P o 1 y CO C*F**ftl±* 
ft 200bp) £^£M 5 OmL k^^toU ^ {r 

1 BSfffi^I&ffl/jNMSUfc^ifem^E^T^&S b*36«9!fi»I£»fco 

nmm 2 

<ffc£<gDA 5 0 g t9tn**-y 7 * K 3 0 g (w 1 0 L cD&^fflTKc 

t>ff-^|l>tl 0 fl-IHI^ft&ab. a= It 18*^2 5Li:^«b 
T^Sfr^fikffi^lHliR UAio #£ft#ffc?l£ 20LC1 Og© 
P o 1 y (I)-P o 1 y (C) C^iHSli, ffy 200b P D *^tf 1 2 L 
a^Kig&^SSft btt# ^Sstin b. Si4ffl^tpH*5. 5 KiHSS 
b, ^f^O^vHy-*' 1 )'] ySE&E.** 1f-£ffl^ 
T#«t&abT*36i31fi*ffl£#fco -to*. *5SW«#J* 2 0 m L 

do^o^i^suici^timsiWt b*. usttAtt 

tt«S»Uwr|T)R© 5 96^" K^t&lftifc ( 5 0 0 m L ) £ fin x. T & P b 
£lfc0l|3 

A 2 g t^Il/^f >2 g K l 0 0mL©ffiltJl7M-&fl? 



WO 99/48531 PCT/JP99/01438 

10 

2 5 0 m L bT#fif*#*jft*®iRL/co 

2 5 0 m L C 5 OmgOp o 1 y (I)- p o 1 y(C) C te. 

ft 200bp] *-g"tr 1 5 0 m L CD7Kig$t£8S# btt# ^» flStn b> * 6 

ft^iA 1. 2 g 2:** fiW* U > 2 . OgClOOmLOS 
*f fflTMiigfif bfc^ 4> h-x 4 0 g b, ^^E'M? 
?Ufc#ffc18#JB^"C 3 O^HiMftlU, £l*ffl7jcT2 5 OmLC 
5£3g bT*fi(*^1ife«t*JsIiR bt 0 ^S{*#&&2 5 OmLi: 
2 0 0 m g © P o 1 y (I)- p o 1 y (C) C *F *i & fcU ft 200bp) 

i 5 o m l b#a< ^sstn b. * 6 c 2 ^ran 

5 

it^mA 1 . 2 g t ttSOTft ^ > 2 . Ogi:i 0 OmLOtt 
Itm^K^j^jii? bfc v;i/ h - * 4 0 g£!ra*.«#fi'&b. iiffl/M 
9Ub#tfc«£ffl l^T 3 0 a-rafl-fcfltS b. ^ItfflTKT- 2 5 OmLC 
bTSfrilttfl'tfcifcfclBlJRbfco >£mf*#&?£2 5 OmLC, ¥ 
£9 8£^7^ 360^-^0 poly(I) lOOmgt 318<-X© 
po 1 y(C) 1 0 Omg£#tM 5 0mLO7jcigfl££JI#bte7^£ 

fata b. $ e»cc 2 mmmmm^mzukfrmWi&m ^xfr&xkm bx 

^iiffi®! 6 

<fts<£«8J A 2 g fcttfiWH Ui/f V2 gi:i 0 0 m L ©£ltJl7kK 



WO 99/48531 PCT/JP99/01438 

11 

git/:-?;!/ o g &mz.m ^^^^--r if-^ffl 

2 5 0 m L spfSeaS^HlQ^-XOp oly(I) 2 5 0 m g £ 
149K-^Op o 1 y(C) 2 5 Omg^ttrl 5 0m L (Dykfeffi.* 

^Jffi^J 7 

<b^*»Ai. 2 g tmm$n\s -yi-y 2. ogcioomLott 

ttffl*«c»»ly^^^ b - x 4 0 g&mz-MW&it b. ^mE'MJ 
?Ub#&i££JB i^T 3 0 #fS#MS L, aitfflTKT 2 5 0 mLi: 
J£g LT**fi{*fl'&i££lHl'K bfco 3js:taft^»tt2 5 0 m L (I. 
J^StSrt^^-X© poly(l) lOOmg <fc76^<- X® p o 1 y 
(C) 1 0 Omg^^tf 1 5 flmL b^E & b'fislN l> . 

ffl & » o 

8 

Ifetfeftl 4 tlnl*tw It, 350b P O p o 1 y (I) • 

p o i y (o zists*mwum*ntzo 
mmm 9 

ggffiftl 4 LT, ¥*5IRfij&<*t| 1450bp© p o 1 y (I) • 

P o 1 y (C) ££-tr*»»yifiai*#fco 



WO 99/48531 PCT/JP99/01438 

12 

Hffi09 1 0 

mmm 4 tmmiz it, ^^as^^sobp© p o i y cd • 

poly(C) *^£f*§fti!B»#J*#^o 

Rffeft! 1 vtf *©BT»lw;fctf £ j8>r *o >B*2&SR: 

( in vivo) 

tttt^tf* (Balb/c. 5£lft) — 3¥ 3 EK^fl&GM *#5& B JI 
S^JXti^HB t bt©p o 1 y(I) • p o 1 y CO |l & fi ftl £ & BR 
rti:S4b, 3 B$IS&(cJlffl&£ffiEU bfc e *bT, AGPCfe 
(The acid-guanidine-phenol-chlorof ormi^) (~<£ 0 :£ R N A £f& 
SiU, RT-PCRftTM >^-7xnV0mRNA»at*« 
^/; 0 CD^m £ Hi 1 Cff o 

i i ^bBBb^^i^c, tN-rn t> jRKttff w*c ys >r > * - 7 * 

Oili, p o 1 y (I) • p o 1 y (C) *lfta^ Jfc-« T*5S W«*fl 
© ^ J: ^^ofco 

g£ifc0iJ2 HfB«^©««"C©i8-f >^-7xn (in 
vivo) 

ftlfcftl 1 tPI*tZ bTHfIlJgJtt©ttST© £ -T>^-7a:a>© 
mRNA%3|i^i'</':o ©*£3££H 2 C/^to 

££>£ *)St#btt^-»fc. 

iCKftfl 1 SO' 2 Oti&fr 6, p o 1 y(I) • p o 1 y (C) # 



WO 99/48531 PCT/JP99/01438 

m,mm 3 v o xj&m^oj > & - ? * D >* < in vivo) 
»fflxti*tiR& upoiy(i) • p o i y (o *iAft*i«ttKrt 

(VSV)fiilfe»w J; «^&ffiihc «t oTil^O^f y * - 7 x □ > 



£1 vfr XJfllftfr <P"T >^-^j.o>a 





(tfg/kg) (IU/ml) 




<3 




10 13±2 
30 41 =t 1 
100 63±18 


poly(I):^^CC) 


10 <3 
30 5± 2 
100 18±6 



© >r > ? - ? xo >*^aj^n/c 0 

63 l.U./mlT* *K 24B#PfB&-e t> 30 I. U. /ml& o fc 0 dtl»±. th 
BffclCfc l^T 3 xlOM. U. Cb £ 4 y 9 - 7 x a > b J§£. & 

^i£a©jfil*»eE«67 I.U./mlT* tK 45#Sfcr: litfe tti £ *l# < 

(ZW>*-7xa> *f*|*Wf::Si3l"C* §ai^f^nfco 



WO 99/48531 PCT/JP99/01438 

14 

L/co fO^^, 5mg/kg £T*Et:0>JW:M.£ft"^ 5mg/kg 
(DjfiLit75n->H7yJl7x7H? ©Jb#*<3. btl/:fSt$> o fco 1 mg/kg 
T l*Jfil?t7;/7i'rt47yX7*7-tf CD ±.#{±(3 t ^ £*lfr o fc D 

( 2 ) 7^2 iIIBllR3££& f£$tt&l* 

HJfcfllJ 4 (l«S^5B^Bfiffll^ol>T> SDti^7 >y h 6 BE ( 6 ill*) 
H14H Hit B fi^BRWS^ t - 5* 1 n»8/ k B fit T T «HC fl9 SB t 
tl & btiftfr*} fee 

( 3 ) ftlii&gftlfc 

#lffli0iJ 4 S#S&i5!fi*!lKo^T. mn^h^v b (hartley, 
5 ill*) ?rfflt^JniIj^tii^®^^-^ifiL'/c t CI -6, 50 At g/€i^T h t^H 
14 ft IB tb & ti tsi -> fz. o 

c 4 ) m^m.mwMU.w 

a6 6 ti # o o 

Bill, v ^ ^CDfff ttCfctt* £^>*-7xn>cDmRNA0 
Mi^^f 0 3E®0 l^^A{i=J>ha-;U^r^-r o 4»*©3^7 
5 A(*gOf&0!! 4 i:ft5*!8Wfi)IIOfi4fe**«^ 7x*^IH^lO 
Aig/kg, 30/ig/kg. 100 /z g/kg^-^P^-^-To «®3*7Ali 
P o 1 y CI) • p o 1 y(C) mSiS^-IS**^ t . Tx^SIEKlO 
Mg/kg. 30/zg/kg. 100 ^g/kgtft^»*-^-ro IKttW, a y h u - 



WO 99/48531 PCT/JP99/01438 

15 

5SW»*l©ta^*S*** 2E5^ £IUlK10/z g/kg. 30Mg/kg. ioo 
0g/kg»! "To 3*7A|ipoly(I) - poly 

(C) £3^6HltC10/£g/kg. 3(Ug/kg. 100 

/zg/kgg^H^^-To ^ > b o-;n:Stt5*«a4»© 



WO 99/48531 PCT/JP99/01438 

16 

m * © m, m 

( 1 ) *f t>14'J ^'V-At, p o 1 y (I) - P o 1 y (C) > S 
x w f- Kp o 1 y (I)'P o 1 y (C) . poly (A) • p o 1 y (U) > 
S^;^77fFpo 1 y (A) • p o 1 y (U) & MR £ 

(2) 2-0-C2- ATUifA) # )Ij<^z 4 3-0- i> 

n£l£<&lJfitt fc p o 1 y (O-P o 1 y (C) Xli 5 *v * f- K 

P o 1 y (I) - P o 1 y CO Ol^iRN AtCS^<*^^ft^ £ 

(4) I$iRNAO^il^ 100— 500bp©$Sffl 1*1 "C & Sit 

( 5 ) 2-0-C2- yif*7;;if^) # JU^ ^ -f ;l/ -1 , 3-0- S> 
* V* 4 ;l/^U Hz a - ;u R CJf 1/ f - > * ^St» ffi fiR fl- 1 l> *C ^ ^ * 
n£B$ltSft t, spBafcfitf 100~500bp ©ISffll*JT££p o 1 y 

(i).poiy(o t cDH^ft^^-ra c t^m^Lt-r £ffFifc&& 



WO 99/48531 



1 / 2 



PCT/JP99/01438 



12 




t 




i 



9 



WO 99/48531 



PCT/JP99/01438 



2/2 



25 r 
20 - 

s 15 

G 

& 5 



0 
25 



* 20 
m is 

G 

A) 

~* 10 



0 
25 



4 20 

SS 15 
G 

A) 

t io 



0 
25 

20 



15 

G 

t io 

a 
n 



■ 10ng/kg 
0 30^g/kg 
Q 100ng/kg 





*5BBJ5IISJ poly(I)-poly(C) 




*f&OJSB!»J' poly(l)-poly(C) 



*»UB$ll»J poiyd)-poiy(c) &m 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP99/01438 



A. CLASSIFICATION OF SUBJECT MATTER R£1vl inn 
Int. CI 6 A61K47/24, A61K47/18, A61K9/127, A61K31/70 

According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 
Int. CI 6 A61K47/24, A61K47/18, A61K9/127, A61K31/70 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
CA (STN), MEDLINE (STN) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 

T7~i 



Biochimica et Biophysica Acta, vol. 451, no. 2, 
p61 0-618, 1976 Wayne E. Magee et al: "A Comparison 
of Negatively and Positively Charged Liposomes 
Containing Entrapped Polyinosinic * Polycytidylic 
Acid For Interferon Induction in Mice" 
Particularly refer to P611.L11-13 

WO, 9418987, Al (Nippon Shinyaku Co., Ltd), 
1 September, 1994 (01. 09. 94) 
& EP, 685234, Al 



2-5 



[ — | Further documents are listed in the continuation of Box C. Q See patent family annex. 



Special categories of cited documents: 

document defining the general state of the art which is not 

considered to be of particular relevance 

earlier document but published on or after the international filing date 
document which may throw doubts on priority claim(s) or which is 
cited to establish the publication date of another citation or other 
special reason (as specified) 

document referring to an oral disclosure, use, exhibition or other 



"L" 



"P" document published prior to the international filing date but later than 
the priority date claimed 



"T" later document published after the international filing date or priority 
date and not in conflict with the application but cited to understand 
the principle or theory underlying the invention 
"X" document of particular relevance; the claimed invention cannot be 

considered novel or cannot be considered to involve an inventive step 
when the document is taken alone 
" Y" document of particular relevance; the claimed i nvention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such combination 
being obvious to a person skilled in the art 
document member of the same patent family 



Date of the actual completion of the international search 
21 June, 1999 (21. 06. 99) 



Date of mailing of the international search report 
6 July, 1999 (06. 07. 99) 



Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 



Authorized officer 



Telephone No. 



Form PCT/ISA/210 (second sheet) (July 1992) 




V 



I 



nigtmsis^ pct/j p 9 9/0 1 4 3 8 



A. a$Wa>JKi-5#fF©#S (SRWAPSHS ( I PC) ) 

Int. CI* A61K4 7/2 4, A61K47/18, A61K9/127, A61K31/70 



aa£*flo;fc*/M8»** (BEHSWSf^* (IPC) ) 

Int. CI' A61K47/24, A6 1K4 7/18, A61K9/127, A61K31/70 



CA (STN) , MEDLINE (STN) 



#-r=ry — # 






X 


Biochimica et Biophysica Acta, vol. 451, no. 2, p610-618, 1976 
Wayne E. Magee et al : "A Comparison of Negatively and Positi 
vely Charged Liposomes Containing Entrapped Polyinosinic • P 
olycytidylic Acid For Interferon Induction in Mice" 
#^P611.L11~13#BS 


1, 


4 


A 


WO 9418987, Al (Nippon Shinyaku 
Co. , Ltd) 1. 9£. 1994 (0 1. 09. 94) & 
EP685234, Al 


2 - 


- 5 



* 3lffl:*:iBW>#^=*y — 

Taj #K:B8ii«>*>5S:itt-CH:4<, — *Wfctell¥;k»«:*W- 

rpj brums h mr, a»o«*it©±«<os«£*siiiis 



<7> b com f-&* $ frfc iStiSfc 

m <Dmm<nit a t § i jb s « 

r&j p-/<r>-h7r?y-M 



2 1. 0 6. 99 


HBSiWE«©0)*SgB o 6.07.99 


H»WSE«l8a>*fWfctJ ! *>-t5te 

H*HW3frr ( I S A/ J P) 
5§- 100-891 5 


ax. 3UE -M y 

<_'^ 

IMSt 03-3 5 81-1101 F 1 


4 C 


8 4 15 


lift 3 4 5 2 



tSPCT/ISA/2 10 (1 9 9 8^7^) 



